Explainable Al Reveals Hidden Treatment- KEY FINDINGS
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|RESEARCH QUESTION: Can an explainable Al-based approach that allows for discovery of synergistic variables identify clinically interpretable subpopulations with
differential response to solanezumab in the Anti-Amyloid Treatment in Asymptomatic Alzheimer’s Disease (A4) Study?

RESULTS

A novel attractor-based Al approach (Geraci et al., 2025) was applied to the A4 dataset of clinically

asymptomatic older adults with elevated amyloid randomized to solanezumab (sola) or placebo. PACC Score Change : Comparison of MDSs, CATE NetraAl Results:
Primary endpoint: Change in Preclinical Alzheimer Cognitive Composite (PACC) through Week 240 Analyzed MDSs, Subsample and Total Dataset
Population: Asymptomatic at baseline with minimal decline over time (average MMSE score 28.8 at Comparison of Results™ érsal#])?/gfuurlr?élir]sirvgshe%f:;glri;iglonal
Baseline to 28.5 at Week 240, Rentz et al., 2024). Due to lack of clinical change, we used an enriched Right Superior  Right Superior Analytic 5 .

. . . . . Temporal / DSST Temporal / DSST Right Amygdala / Right Amygdala/  Subsample Total dataset pSyChOmOtOF Speed / attention had IeSS
subsample with all participants who progressed to MCl (n=51) and a matched unimpaired group (n=100). VDS MDS-CATE  DSSTMDS  DSSTMDS.CATE  (n=151) (n=824) cognitive decline with sola at Week 240.
NetraAl Subgroup Identification: Candidate subpopulations defined by 2—4 baseline features were 0-7  higher baseli .
identified based on stability, interpretability, and consistency of effect direction. I MD5 1: higher base INE 1. SUperior

temporal volume + higher baseline

CATE Analysis: Subgroup definitions were then measured within the the full randomized cohort (n=824) | . L PACC DSST

using counterfactual causal inference to estimate conditional average treatment effects (CATE).
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* Both NetraAl-generated MDS
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specific subgroups showing treatment
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Method Results
MDS 1 MDS 2
L N=824 completers n=21/151, 14%; Cohen’s D = 1.52, p=0.003 n=51/151, 34%, Cohen’s D=0.754, p=0.009
RS UAR A _ _ Higher R. Superior Temporal volume Higher R. Amygdala volume
P S Solanezumab (n=396) _ Placebo (n=428) Ranges: MDS: 13.23-18.8, total sample: 10.31-18.8) (Ranges: MDS:1.42.2.21, total sample:0.96- 2.21)
i'iif-.é!. AL Higher PACC DSST Score Higher PACC DSST Score
A AR K (Ranges: MDS: 0.13-2.37, total sample: -2.32-2.37) (Ranges: MDS: 0.13- 2.37, total sample: 2.32-2.37)
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I I I ' l / I/- f = +0.287, Cl = [-0.026, +0.599], 7= +0.466, CI = [+0.037, +0.899], 3 effect. 1
\ NETRAA power = 0.96, p=0.007 power = 0.98, p=0.003
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